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1^0087459 #3 2004/11/25 

£ «*S£ 1^ ^*ti^ (branched) -fi-£*l, ^ ^ *ll^ a <^ 

[3**H 1] 
I-(R-X) n 

^-71 X, R. I * ^ <^1*H 3^ ^ ^-4. 

£ 3 
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IV >0087459 



f-^ <£x\: 2004/11/25 



2§4 n]** ^*Kr fc^M -H-S^l , ^ ^ 5i -8-5. 

{Biodegradable branched polylactide derivatives capable of forming polymeric micelles, and 
their preparation method and use} 
[5^3] 

•3£ l£ 3-arm PLA-OH^l iH-NMR ^B^l^l 1)°]5L; 

5L 2fe 3-arm PLA-COOH^ iH-NMR ^HlK^Hl D°H ! 

£ 3£ 3-arm PLA-COOM iH-NMR i^S^C^^H 6Hjl; 

£ 4^ 3-arm PLA-COONaSi plH 4* -8-*H5* Ji^W ^^0]^. 

» £ pH 4 ^-g-dj v)s£% ^ $X^, 3-^*} *W 

s> \+-g-^<y 7>^-§l-fe *H** ^ g JMs. ^1 ^«*>7l € 

^3<?1 7l#ol^. ^ A^-g- o^cq ^^JL, ^3} % 
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IV i)087459 



2004/11/25 



-B-Jl ^]*>7] <^ ^ Jf^-SHo) tSfclQ, o]z\ifr ^l^is-^Bi 

# o| 71-g-sH A}-g-S]^ :2-g-*}7} ^-g-^ofl^ ^*Hr ^V^*l-^o> ^ a}, t.]^ 

<?> ^l^^H &m D l^& JEL§-*3!( droplet)^ i&fl 37l7> ^ nm ifl*| ^ pmS. 

7>^§H, h.#5W \+-§-^ ^*«W *W>7ll ^» 

^rf. o)s|$. o]°-g_ e*#* 7>-g-5H*Kr 7H V «>^t!r 3^ 

^T^U SllLK], °]&|^ °l-§-tt 7}~g-Sf- «o V ^°il^fe 31^*^*11^ A>-g-ol ^7l^ 

<8 > ^Ni-g-^ °-ftl 7}-g-Sj-«H €**M W ^ £.3,, sl-Hd i^^sf 4lT^ 

< 9 > oj| S e.o^ i nl^-ms] ^5,543, 158JLfe ^€ <£?1^ € 
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*fl*S# 7flA]^-ji ^]6,322,805Sfe « 

•8-*H n-g-Wfe 7]#* 7flAl*}-ji ^rfl, ol a)] uf-g.^ ^_g. OJj ^ 

-M W 3tf 8M #b1^o.s n]-ia? a«>H' H--fri|<H 7>-§-s)-E)fe 3Hcj.. &o] t ^ 

3 « ^sfl Ji&x}^ *8&n^ ^bH^-M oi^cfl 

H ^1 7H7l ^sflA^ ^EHtiWel-I- ^ ?]^Aj 3.$.^ ^.554. § 

E-thS-S. 7>^*|)S]fe ^o] &tf. nJ-BH, 2,000 M J7«.^7l. ^-g-oj]o]] 

°l-g-*H *M3SisW(microsphere)i-r «>) (inpl ant agent) ^3 

< £ ^^7>#^ #5^^} 7>4^l7]l- ^A^ #^^-ea> M !flofl ^ 

*ti*Rr ^1^7)fif ^Aj 7l ^ ^.g. ^ofl ^ofl^ zl^]. a) 

linear) 1-^^a> -fr^ll- ^)S*>JL, 
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#§j <Qz\: 2004/11/25 



^12001-64164^3. #^ «> -a-i^lfe ^S°lJEL3. 

o,] ^ **>3 7>^l7l-?Vol <&o^, ^-§-ojj -oflAi .n-g-*} ^= fl^ f- 

el^H^: ^-£^2] £-* r ^ 2,000 W o)t\S\ ^5)$°.^, ci ^ ^W^^ 

^-g-°-W ®°\ ^ &£4. °l2f S-ol, ^-71 #e)^EA> -f^lfe 

£-7* r ^o] uj-of, n^o} <y-^o| >g<^ <$^o] ^71^1 1}-#€4*r 

&&4. 

<12> ^3*), nl-^-s.^ ^l6,322,805Jlfe 3. branched polymer or multi-arm 

polymer)5L JL&z}^ ^# ^^1^ ^l~g-*Kr ^-f 4**8 J±4 

^, ji^h ^}«.«h wji* 7flA]^ji sit)., zl^, -$7) 

A}~g-S)±r JL$X}7} « xfl°TH ^ 

3.$7tft JLjIS. 814. M, «4°1I^BBl»(pentaerythritol)-fi- 

7flAl^|S 4-8-*M 4-arm *3j*>S3.W* ^W^, 4 7fl^ «W = ^-a1 ^^Hl ^ 

efl^ <y*>ol^el-o]^( m aleic anhydride)* ^ 

36-7 



3087459 #53 <y^ : 2004/11/25 

*)?]3L, UV« °1*3H 7>3^^-Altl JiJl7l- S(lt]-[M. Lang, et al . , J. Appl. Polymer Sci . , 
86, 2296(2002)]. J£tr, #5]*(polyol )* 7flA]^)s. 4**H **H§ #e)^Efo]^ ^aj. 
jl, z^z]-o] sfolcs.A] fHEfb>HlS.«a «ef-°]^(methacryloyl chloride)* %W 

^ n>3LS.^(macromer)* ^, <^7H 3j^r°l = (di benzoyl peroxide)* «>* 

*1*1*H (scaffold)* M7f ja4[M. Schnabelrauch, Biomaterial 

Engineering, 19, 295(2002)]. l^, ^s. g.*]^ ji^Hr £^ «-£s] 

4eh'S]SL -g-^-8-o.S. 4**M 7]^S\ ^-7 r %> ^o.S. 7>JS il^-sH Si^r 53 

^, 4-S-7l<?l 7>4^l7ll- £-444 £.*]tg #5]^H^ *5L*ll* Jfla^jl. ©1 £ 

4ll #5]^B^r ^-£^7} fe£ P]^ ^ flo.^, ^6fl 

45]- ^*«W*1 J1^7> nl« qj^tt <t= Xl^r 3-4^* #7>A]^ o>^^- 

<is> ^sflaj^o] JHr*H. p h 4 0)^-0) ^ofl^A-] of^tt -a* 

4 44* S^sKr £-4*1 1-5) ^-B^t *<e*)1* *)]^*Hr 

<16> £ ^-tgo} JSL^ o. ^.7] #E]^B<L> *3c5fl^ ^2:H}-^* *fl^*Hr 
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<19> [S^^ 1] 

<20> I-(R-X) n 

<21> ^"71 ^HH, 

<22> R£- -[Rl]k-[R2] m -°l^. 

<23> Rr& -C(=0)-CHZ-0-«H , 

<24> R 2 ^ -C(=0)-CHY-0-, -C(=0)-CH 2 CH 2 CH2CH2CH2-0- HLfe -C(=0)-CH 2 -0-CH 2 CH 2 -0-ol 31 , °\7] 

<25> 1-30^1 ^^jI, 

<26> m^r 0-30^ ^^1^; 

<27> -C(=0)-(CH 2 ) a -C(=0)-0-M^31, <^7H a fe 0-4^ *J=r°l^, M-£ 4Hf, 

£fe ^l- 0 l3i; 

<28> Ife ofl ethylene glycol), HS-^^rCpropandiol ) , ^-^-irCbutandiol) , € 

^^(pentandiol), ^^(hexandiol ) ^ t\^ t 5E^ #5Ml«-(glycerol) , ofl^^t- 
(erythritol), ±^Mt-(threitol) , ^^H^^l-Cpentaerythritol), 7}^eH-( X ylitol), °> 
HM-i-(adonitol), ^«ll-(sorbitol ) , ^l-Cmannitol) , IEfe ^(palat inose) , 

3 S^H^H H(maltose monohydrate) , ^s-(maltitol) ^ °1 W S^r D-^^S 
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1087459 



2004/11/25 



^^ar>o]c^|oiE(D- ra ffi nose pentahydrate) f-^ ^-n-S^fEi 3-12 7]\3] *>o]cs. 

<29> n ^ 2-12S] ^^r^i, 17} «H^M7]^ 7fl^<4 ^-cf. 

<30> f-*!), £ 

<31> 1) 7flAl^<q- ^nflo] *Vofl ^^ol = ^l ^«>-§-Al ^ ^ ^ ^e]^- H A>^. 

<32> 2) ^"7)1 l)°flAi #5l ^.EA>^. -§-*flAl?J ^, pH 7 ^Aj. 

<33> 3) &n 2)<*\}*\ *s|^HA> -B-2E*H« ^§>ol^5fol^ ^ ^-tS-e]- 

olH ^f4 t>-§-Ai^ ^Ai ^#71 » iHj-*}fe £*1*§ f5|^ -8-5= « ^jl; 
<34> ^sjs, 4) 3HH #el^-B^> -8-5L3H -g-#<g-fr ?>«H 

<35> £4, £ lJ-^£ ^71 ^^H^ -B-^^l* ^-a-SHir ^\+-§-^ ^«-§- ^ 

<37> o]*}, 
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D087459 ^ 2004/11/25 

< 38 > £ #e)^H^> -fr^HH M*)^S 0 1 J Hr 

^ a^^oi ^}oH, te]f^n i 7V^s^, SEfe <£ 

Sfe ^§^-*)H4. 300 ^} 2,000 ^ 

500 vfl*l 1,500 «°lth 
<39> ^ig |E]^ # £7}^£ °l^Rr 

7 fl^s. ^olcf. ^ ( s).^ loflA-^ n o] 6«>1^, 6-arm €^^"B^> 7> 

go^jL, $ 1,800 vfl*l 12,000 b|* 2,000 ifl*l 10,000 

^-So] ^4. o]^ Q*] £ ^SL^fe * «r*}tf°l ^7>*H -r-g-^ 

oflA^ u]^§- tgjg^ nfl o].^« S^tt ^ SMI *Hfi Vf*^ 7>-§- 

<40> SE?V, £ §B^-B^ -B-S^m ^« ^ 

Si^r ^^71* u^t^fe, JL^> ^ ^71 7> 7>^- 

<4i> a>71 ^el^-B^: -frlMW JL£*\ ^^*>7l -fr 

OH €^fl*Kr «^7l4 i^7l7> ^-g- o]^o> ^-rf. #Hl^B^ 
^-f, 3^ 4-§-i *>fe ?>4^l7l7> §>q- ^fl*>S.S., Ji^V 5Afe ^7} 
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IV ■"JD087459 



#§j 2004/11/25 



500-2,000 Mo]t).. 6]^ ^ c^z] 7 fl ^S\o] oi fe a. ^tgsj «. 

#Emj=A>£ o. ^ ^ Al7l7> ~7.)v}z). ^^§> SS «.«. ol - 7 ^]. 

^7>^ ^4 ^.g. 01=71 ^SflA^ a 7 }^ ^ 01 ^ 

■g- #^3 #h1^-ea> ^^1^ o>^a^ ^Al7l7l Sin*] ±^4r £fe ^l^Efle 

£*H^8: #7H?l£ ^-g-°JHH nl« ^ 51 711 €4. ^ ^ 

^21 ^S^B^ ^S^lfe Q^^O] ^ 

^3 ^HoflA-1 y}^ ^o} > ioi ^51^-H^: -B-51*flfe plH 

4^ -g-«fl£7l- ^S^HrHl, pH 4 ol^Vol ^^joflA^ -g-*fl5lol ^-o>o.S Al gv^ 

-§-^j ^-BflS. pH» 4 ol§>5. S^Kr ^ ^1^ #Hl^-B^> ^£^l7> *1#^^(£ 

4 #2). fb^, A3-g-S||^ ul^Kr ^til^^S. pH 10 olAj-oflAl 7 -|.^«.^ S l : u 5 . ) ^- «. 

-frsm^ pH 1-10 133 °1H A>-g-^ ^ Stl-^, ^"71 Jl&x}?} ^§«fl^ 
^Mjl pH 4 ol^oi ^^.oBoflA-i -g-sfl^ nfl, pH 4-8 ^fl^l^ *fl3^JI 

1) 711^^14 ^nflol ^ 7 fl *H ^olH^l ^^-HV-g-AH l-5l^B^ 

2) ^1 DoflAl Qj ^ Jg^fg 1-51^-EA].^. -a-7l-g-^6fl -g-SflA^J ^, pH 7 olAj- 
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<46> 3) #31 2HH #e|^S^V -R-S.31* <£*}°}^°}^ SE^r 1=^5.5}- 

°1 = s^-^ #-§-a^ ?V4a1 ^ 7l4 ^-xitg fcejefrH-ii .-fl-s*!* <2^l; 

<47> 4) #31 3)4H ^ ^e)^EA> ^j-5.^H °Jr^Hl 7>*H 7>4*1 tt* 

<48> #311- 3LW^ l^l 2l*fl T 544. 

<49> ^-71 ^^^H #31 4)fe W€ 4 s Sl^°l. #31 4)« ^3=*Hr ^^Ml^r ^ °1 
£0.3. *!#sq*l ^ ^HH^l* ^#<^1 ^*l-fe ^1^ l-el^H-tt -Fh^^m *§^q-. 

<so> #31 1)<HH, 7flAl^l^ ^l^^!#el^, ^#4^, ^#4^, ^1^-8: ^ 

21 3*', ^Bl^ll-, oflel^Hll-, ^efloll-, ^oflel^el-i-, T^elt-, «>>£q*, *«l* fi # 

ol = ^lolB ^21 ^-^^Bl AjnM^ 3-12 7fl 21 £^ #Sl# 0 l ^>-§-^^. 

ol xrfl o]^ Sfe 7flAl^l^ A}-g-S}# ^4 $Hr €*1*8 * 

<51> 0]e^ 7flX|2flfe 5L^f *>ol^S-Al7ll- 7H^ 54-1, °1 *M 3=^*1 7H ^ol^ 7 > 7^ 

S-g-*}7> ^^4. ^, 7flAl^7> *VolcSAl7l2l 7fl^<Hl 4^ al-S"^ £ 

«^ #el^-HA> -3.51*111- ^ sa4. ^Kh £*1^ 7fl-r# €^ 

<52> ^7l 7flAl^ll- ^, 9= 80 °C2l £:5L*\}*\ °l-g-*H -t 1 ** ^171^4. 

o^ofl ^nfll- #^-<£Hl 4*H ^7>W. n ^ ^ ^ofl^ l-^^O* ^7l*>Jl ^B^H # 
100-160 °C2l £51 ^2HH 25-0.1 imHg2l #«g- S# «HH 6-24 ^tV f^«];-§- 
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0)087459 « 2004/11/25 

a]^ <£fe4. °1 °fl , O.lwtftS A>-§-*Vfe 

4. £31 l)oflAi ^-B-^ ^ ^ 2-1l^}t1»]B, ^ 

^-^oi]o]e (stannous octoate) 

^ g: fe fl^tl** 7flAl^)S. *V8-^ 2-arm ^B^H-iM ; te]^lM tIM*3. 

H: 3*. 3-arm M^B-iM ; ofle^e]!-, ^cfl^^el* HL^r 2:3*1** 7lW4|3. A>-g-% 
, 4-arm #e^B^l; *}5=4* HLfe #*1** 71^51 A}-g-^ 3*. 5-arm *eJ3-B<i 
ol; #«1* SEfe #41-§r 7flA]*ll3- A}** 3*. 6-arm ^e^B-tH; SLfe- * 

4**Hr 3H w}^*>4. 

iu).Ef ^-g-ofl-g. A}-g-^ #6\ «>^§>4. ^ 3*W* 2 ^1 

^.^s. ji**Hi 44431 ^s*H ^ 6^ *3*5** <2^4. 
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<57> a}-^^ Aj A ]^ o^H^eM^ 5Efe ^ #s .^ol^ s)-^-^ #5^^M^i -fi-5131 

Si ^ol=SAl7l 1-2 nfls ^7f*m ol^Tll ^A^ 

t^Sll -frSL^m *r«W ffrl^i ^*]7U, i^>» 4^1 

50-70 £3*1 ^r°J4. *R>-§- ^ ^7] iii|-&o( o^flH ^l^^Vrf. 

^<?1 i-g-*} ^-§-^H] 1 N ^r-§-^^r ^7}^^ a|a^ ;il£-7}» ^a^t}. 

^3^^ :a£*}» f^ts 3 3 o]Aj. 4^*>ji ^ ^2:*V<^ ^a] # -£-fr*Kr 
■«8 ^el^-B^i -fr^^ll (multi-arm PLA-C00H)!- £^4. °1 ?V4*1 £#71 # ^-f^l-fe 

<58> #7fl 4)<>lH^r #3) <£°]£ ^Bl^-B^i -fr£*fll- *H1€- S^r <^H1€- ^-8- 

<59> £ ^el^-eAj- ^JE^fe pH 4 °]^3) -r-g-^j f^H Jl-g-*> n]^^ 

*H, #-§-^ W ^iNls oi-fr* ^ ^, \+-8-^ e}« 3^ afe 

^-^*>7l fl§H, #el^H^J: ^-£^11- ^>l-§-*H pH 4 olAj-^ ^.g.ofldiAi t§ 

A^Jl, ^£ PUS iflJM idr*^ 7b8-^t)-. \f-g-Aj Of-g^g. J7«. 
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#3 U*}: 2004/11/25 



a. «^o] S^^-ea> ol-g-^ 7>-8-^ ^ \+-8-^ cfltb 

ot-g.^ 4#sl^-4, olHefsq-^, aVoi^^bi, a1a>h^1^, °HlJ=<>H 

4^3)^1, oH^^rel^^-, <?]£»]1bK1, 44^, 44*11 *\3-<>W*fe. °1 

3 t}f, AiM-e^, ^^-alA], j^lseHl, #«*1*JI*, 

Bl-ol^Al, sfl^eKi, ^H?ll^, , ^^-Al^^afliJI^^, iJel^V 

olJ=, ^MS-Ssflel-^l, -Sl-ol^S.^^, rltll^-Al^^ ^t#Bll^H-^, 

rz.sHj2.#«J, ^V<3, «1S "3*11*11, 

ss£g }tt, 3|5lm, te^. te^^m, 

i^^fllt; ^elfl-aHH, ^4°1°V^. ^41^^°> c l d >t. 4«sllH- 4H#, ^^s°J, 
§l^.el^ *MH3.#3.4°l^, iiiM^ 1 ?!, *H^S.«se1^1s., «-iiL5n4# f-o] &t}. 
n *JH5L, dfc^ 33*341, MS-*, JL^«a- *1S.^|, ji*13* 

sis.*!!, *8-«>°le1<Ml, 4*1^$ *H W^l, « 3 3*0*0. ^ *l3.*fl, 

£«1 *lSLafl Sfe t&^3lo>^s A>-g-sl^ \t*-$ ej=M 6 l ^"€4. 

\f*^ §3l^S<i -fi-J£3fl|S H<$€ 3^*1 3L^S)7l 

f-e)^-2=-i]: 80.0-99.9 Vi*^ 4* 0.1-20.0 ^% tf°5 ^7}^4. 

£ WW #e)^H^> -fr51*flfe \J*^ Wfr «-fr* ^BflS. *llSSM 3 

^ Hl^^ Jfo^ ^ o^4. Jf-a^fe v+-§-^ 4« 4*h e^r *3 ^3.3. 

^a}«h, **] ^71 #e]^Htv *h*IH \HMd 4« ^1 * e^r 4*H1 

36-16 



(0087459 
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^ £fe ^ t^js. ^is^ ^ Sitq-. Hith pH 6-7*1 D l 

-So] ^^>n ^ ^ASl ^a^H, ^ J^fe pH 1-2°} fl^^fe ##3*1 & 

£ ot^-ol S^#^r ^ A l fl* ^ i^-S-S. ol 

0] nfl pHfe plH «l*fl #<L*\, £ #3 

^-B^^r ^ pH^fe ^j^l lEfe ^# ^« rLtfls -fi-xlsH ##3*1 ^ 

el4 pH 6-7*1 i#i3.3. °1-§^ ef*H 2^*-8r i^Rr ^-sL *H*1 7>-g-S(- 

El ol oi^oi wj-^sl^ ^^4. *M§* ^ pH°*M *tMi« # 

* P H -g-*W 3* ^^1?H, pH 1-2^1 -g-oJHH *J#3<H 

^^.9: «.aj-§.^ m-ems: ^ $h ^ ph 6-7<y 

^ % v^oi ^ei^B^r -S-5i*ll» 61-8-SM \+-8-^§ *ll3^Rr 

^ ^s] £*l*g ^el^HA> ^.^i £j o}^, o\]H, 

^^EAV -^^1 ^ uf-g-^ ^oj^ ^lla^4. oj«H*L ^l-ofl 
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<67> £ -£^o} ^Al^oflA-l ^-o]^V «H rcfe^ o^o] s^e)^* ol^-§H 7f-§- 

-gU-Sr ^4, 3.7l7> 20-50 nm^Jl, ^7] -g-*fl^7> 15-35 mg/ 

ioCS. 7V-§-^-^Tq-. 

<69> aflscfl l: 3-arm PLA-0H(Mn~3,000) ^ 

<70> #^^1#(1 g; 0.011 mol)^- 3*M7ll(stop cock)7]- ^ 100 m« #^3^1 ^84. 

80 °CS. 7}<£& $L<& Bfl^l ^ZLui, Si* 30 £ ^11^*1-^^-. 

<7i> <^7H1 <i^fls>| ^ ^-S^HBl- «-?-<tiN ^r<*H ^bH^ 0 .lwt% ^7>*>^ 

cf. ^7]*>ji ^-E)-ol^(35.8 g; 0.249 mol ; 9f 10wt%)» ^7>*>J1 ^-e}o] 

^^4. f^^rS* 125-130 TC°)1 ^^*>J1, Si* 6 A]7i qs. ^^-g-Al^cf. 

^€ if^fe <=>H]^-ofl ^tf. JEL^-T^]- £si*l ^ ofAfl^. -g-6fioll ^Ti^If ^-§- 
^(0.2 N)^- 7>*H pH 7-8S. 3^*|-jl 7^<>|§ ZL*7l-l- ^^A]^Cf. 
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<72> It^lt ^fr^Ml 3-4 3* aD^ZV ^, ^1^ 32:€H -g-^ ^Bflo| 3-arm 

PLA-0HC31 g, 95%)« <£&4. "2°^ -H£-*r^ -g-*}^* !H-NMR ^JE^CSE 1) 

AS |^}^, 2,969 

<73> ^afl 2: 3-arm PLA-OH(Mn~l,000) ^ 

<74> #B^lt-g- 3 g A]~§-sf^ ^ *fl<2]SVai^ 14 ^W<^ 3-arm 

PLA-0H(29.5 g, ^ 91%)* <g&^. 

<75> 3: 3-arm PLA-OH(Mn~2,000) tM3 

<76> i^H 1.5 g ^5l*>al^ 14 ^^*1 <^«H 

3-arm PLA-OH(30 g, 92%)# ^^cf. 

<77> ^llsi 4: 3-arm PLA-OH(Mn~4,000) ^ 

< 78 > ^.^^s.^. o 75 g Af-g-^l-fe 4<2)is}jL^ 14 ^r^j^H 

3-arm PLA-0H(30 g, 92%)* ^^^r. 

<79> 5: 5- arm PLA-OH(Mn-4,000) ^MJ 

<80> ^^ell-d g, 0.007 mol)* ^>-g-*>Jl, ^o]^(29 g)* A>-g-^ ^]&l^Jlfe 

aofl 13)- D^O-S. 5-arm PLA-OH(25 g, 95%)» ^SS^r. 
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<8i> ^aH i: 3-arm PLA-C00H(Mn~3,000) 

<82> *j)2.ofl io\]A\ 3 _ arm PLA-OHC100 g! 0.033 mol)» 1 ^ #eh±3.°fl ^JL, 125 °C 

^ S^^-S. 1 Aj# ^-o> jl«xH ^fc* ^7l*>g4. JL&Z}°) *M 

= s-a] -§-^[0.033>§(7 r *l ^)=0.099 molH tflsflAi <q*H £!*H^ 0 1 j= (19.8 g; 

0.198 moDl- ^7^ ^, aV-g-7]!: ^**Kn. 125 °C >£-§-£r.£<*lH 6 a]?! ^^^4. <£o]^ 

3|-«H ^7l*>^4. ^7]<^ ^Aj-d N ) ^ofl o. %7}-5}t£X] 3-arm PLA-C00H4 ^#a] 

^rf. o}^;*) Jl -§-^. 3 3} &2iX\%z).. <£<>\Q 3 - arm PLA-C00HS] 

^■3- ^7}^ 1 H-NMR 2)o.S ^*r$i-2.^, 3,108 

<83> AjAlofl 2: 3-arm PLA-COOHCMn-1,000) ^ 

<84> 2°flAi ^-Aj^ 3 _ arm PLA-0HC33 g)-£ 4-§-*rfe 3* 4^}^ ^-*H l^r 

<H8*H 3-arm PLA-C00H* <£&4. 

<85> a] 3: 3- arm PLA-C00H(Mn-2,000) tM3 

<86> *U2;cfl 34M ^-a^ 3 _ arm pla-0H(66 g)-&- A>-g-*>^ ^^j^ 14 

«<^-2.5. =^*J*r<*l 3-arm PLA-C00H1- <2&i}. 

<8?> ^a]^ 4: 3-arm PLA-C0OH(Mn~4,O00) ^ 



36-20 



Q)087459 2004/11/25 
<88> 4oflAi 3-arm PLA-0H(132 g)^r A>-g-*}^ *fl <q 12}- -f-^ 

^W<^ 3-arm PLA-C00H1- 



<89> 5: 5-arm PLA-CO0H(Mn~4,O00) tMd 

<90> 5°1H ^€ 5-arm PLA-0H(80 g)^- a}-§-^ ^)S\^}JL^ 14 

*1 -r*8*H 5-arm PLA-COOH-i- <£9X*\. 

<9i> ^X\d\) q: 3-arm PLA-C0ONa(Mn~3, 000) 

<92> ^Al^ l^H 3-arm PLA-C00H1- oMIM *r?! tfal, 

i2aV7l* * *\*\ ^^riM-Sf ^-g-^(l N)* € 

3*1 7}*H ^Al^cf. o\*H& ^3 ^fH^l £j^* r jl P H7> 7<?1 

^-i: ^••atr ^ 7}?}^ -^2} ^-g-# aflT^ ^ ■fr'fl M 7 1 

s # y ^l?U a^s) ^^^r- °1* 4*1 ^ * °WH 

^ oHl€-°fl *r*l M* afl^tr ^, €^ SJfll 3-arm 
PLA-COONa* ££4. 

<93> ojo^ 3-arm PLA-C00Na^ 1 H-NMR i«lS^(£ 3)A5. o.o} , 
3,085 ^°15$4. 



<94>^aH 7: 3-arm PLA-C0ONa(Mn~l,000) ^ 
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<95> ^ AH 2°1M 3-arm PLA-C00H* >M--g-*rfe 33* ^sq*}Jlfe -g^H 64 u o v 

4^*r<*l 3-arm PLA-COONa* <2$4. 
<96> ajaH g: 3-arm PLA-COONa(Mn~2,000) ^ 

<97> aUH 3<>3H 3-arm PLA-COOH* A>-g-*>fe ?3* ^S^r^r -^H 64 ^^tr # 

^ JlsL 3-arm PLA-COONa# ££4. 

<98> ^aH 9: 3-arm PLA-COONa(Mn~4,000) tH3 

<99> ^aH 4«H Ai 3-arm PLA-C00H* 4-§-*r^r *H^*>ZLfe 64 *^tr a o v 

igo.^. =^srH 3-arm PLA-C00Na» <£&4. 

<ioo> aJaH 10: 5-arm PLA-C00Na(Mn~4,000) M 

<ioi> 4! AH 5 4H 5-arm PLA-C00H« *r-§-*r^ 53* *)14*r^r 64 ^tr «o v 

^^.S. 5-arm PLA~C00Na» ^Si4. 

<i02> ^j|aEi^ 6: 3-arm PLGA-0H(Mn~3000) ^ 

<103> ^4ol = (20.2 g; 0.14 mo 1)4 W #«1*Bf«lS.(16.3 g, 0.14 mol)* A l~§-*r^r 53* 
*H<2}* r ^ ^flsofl 14 Hh^S. *r*8*H 3-arm PLGA-0H1- <£&4. 

<104> *]AH 11 ■■ 3-arm PLGA-C00H(Mn~3, 000) ^ 
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<105> Ja&o) 64H 3-arm PLGA-OH(100 g)* A>*«hfe **W:afe 1* * 

<gi£ ^*8*M 3-arm PLGA-COOHlr ££4. 

<106> 12: 3-arm PLGA-COONa(Mn-3,000) W 

<107> ^aH 11°1H 3-arm PLGA-C00H* A}-§-*Kr ^ *fl^*r^ 64 

^ J9.S. ==r*8*H 3-arm PLGA-C00Na» 

<ios> ^aH 13: 3-arm PLA-C00H(Mn~3,000) M 

<109> 43Lt] 14H 3-arm PLA-OH(100 g! 0.033 mol)» 1 T 1 125 ° C 

ofl^ ^ ^o.S 1 Altf #4*1 *WVW- ^€ JL** 

• oM#(200 mlH *r*d*l *, 50 TJ3. 4^*^. 

§^( 0 .033>§=0.099 molW ^l 1 ^ MiiM 2=1(55 mi; 0.495 mol)» ^7r*rS 

tf. «>-§-7l ifl^-S ^» 12 2<H*l fl W§ 

% m jL^}fe 60 t4H ^i^Bf ^] ^ ^ 

£ c^sH ^|7l*rSft^r. °^ 7 H ^(1 N) =r-g- 0 J}* 37>S}^ 3-arm PLA-C00H» 3 

<no> n]j5Lofl l: #el^H^> M-B#^(D,L-PLA-C00Na) IMg 
<m> (1) D,L-#^^m4(PLA-C00H) W$ 1 
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< 112> D>L -*£tf 100 g* 250 mt4 ^ *e m S^l* *. 80 

CS 7^ 7l# 7>« « o^eflol^S. 25 mmHgSL 1 A R V 

«>-§-^ ^tife ^4Mr *W>$t4. ft* *£» 160 tS ^Al ? laL, 

10 mmHgS Mft M<H 12 »Al*l * *M 1 M * 

7H ^ 4 . o^H ^M^H#* 7>*H PH 7> 6-8*1 S|7fl *H 

<U3> 1 N «3*± ^-g-o^ o. 7>*><^ tH ^-8-^# pH 25L 2^**1 a**}* <i-8-*H 

til*** *^^(D,L-#el^HA> 66 g, ^ 66%)* <2&4. el ufl oj<>l*l 

1,140 

<iu> (2) f-ej^-e^} v+H#-g (PLA-COONa)Sl ^ 1 

<115> ^7] 131 (l)°1M ^« D.iHHWsaM*** 1 > uo 

<116> i^Sl oVAfl* -g-til* 3*M p H 7> 7»J **UI 

^X^Il^-g- 7>*M 4^=51 *l7RV * e^oL, ^fl 

jl ^a^si 284. 0 1« ^1 ^ °Hl^ofl * ^ ^1 & 
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96 %)* <3&4. 

<ii7> tiiaefl 2: #e)^H^> u|-Wa(D,L-PLA-C00Na) ^ 
<H8> (i) D.L-l-em-H^rCPLA-COOH) ^Md 2 

<H9> ti>-o. 160 ^X\f}jL, 5 mmHgS. 2:341*1 24 X|3 tiV-f-A^ 

3* ^^fe wlscfl 121 (1)4 ^-1- ^MW- D,L-^^H^ 75 g(^€ 

75 ft) SSa^. °1 ^ 2,500 TO^S 1 }. 

<120> (2) f2l^A> (PLA-COONa)^ ^ 2 

<12l> ylse^l 2^1 (1)41*1 D>L _^el^-S^( i r^5 2,500 TO)* ^>**>fe %-$r 

4S]t}jL^, wlmofl 1*1 ( 2 )^ #Bl^H^> v+BM(^* 95%)* 

<i22> -^41 i: ^-*Hg=4l 4# H*j 

<i23> ^-g- «-^-^=o] 1,000, 2,000, 3,000 ^ 4,000 TO3 3-arm l^B^ 
cg^- 44 ^JfK*4| ^91 ^, ^l-t^l ^^13711- DLS(dynamic light scattery, 

ZetaPlus, Brookhaven Instruments Corp.)* *1**M ^*1^. SJ*> S^H «fl* 
a 141 y}sl- ^rtf. 

<124> 
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[3. 11 







^ =±'A 
(ran) 


(mg/mO 


CMC 
(Mg/roO 


«1 JH^I 1 


D,L-PLA-C00Na( 1,140) 


15 


20 


750 


*\3L<*l\ 2 


D,L-PLA-COONa(2,500) 


^ «* 


20 




*}A]oj| 6 


3-arm PLA-COONa(3,000) 


22 


20 


75 


-a ah 7 


3-arm PLA-COONaC 1,000) 


*MJ 


20 






3-arm PLA~CO0Na(2 , 000) 


14 


20 


100 


*)Ajaj| 9 


3-arm PLA~COONa(4,000) 


26.3 


20 


30 



<125> 5. \<HX\ uJ-Ej-'fi a>s} ^-o], HlHofl 2°lH D , L-PLA-COONafe- lr°fl D l €^ a 

711- oi^^ l-e^H^ 2)^0.5. ^-g-*>fe ?V^l7l7> 

^7fl*>7l oflM, -fc^ tb*l&(*f 2,000)* ^SL# ±^ °] *7}*H 

^ofl jl^^7> sife 53* t ^ sa^l-. 6 * ^AHl 9 s] &?)t§ 

^ ^ 7 fl ^Al7l7> f^ES ^7>^ol f7W £ >t* tg^JIL, $ 

^€ H7lfc Uljfflofl 1 iLt}- 3711 ^4. 

<126> 74H ^ **.2.3. 3£r, 3 7flSl ^7H €^fl*Rr fHWH 

£1^41 u]«D^ ^-Jg-ol ui-f- ^7l nfl^ofl t^* ^*>*1 -8-«fl5l^7l uflS-ol 

4. CMC* tilms>^ £ $x\*fro) £*^ ^ CMC &* 7^4. *lfe ^7>^«1 ^*^ ^ 

-g-oflofl^ nUl-g- ^tM"& 53* 

<127> #3mB-£ *5L*||a} 3*. D l« S^tf S£^r 31^>S1 ^tfl 2,000 

MolX|*>, #5l^B^> *5=*fl£l % + , ^ 12,000 ^"S^H 

^1€* ==r SU7] "fl^, iL4 3 "Ml* ^ ^7fl 

<128> <gtg<4 2 : 7>-§-^ Al"g 
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<i29> #7] ^aHI^a-i £.*]tg #el^-H^> >4s-g-<g3f 3h#e)^-i^- <>Hm, °im-ir, 

oHlH^Vofl^, oHi^MHl, 4KSL°im ^ -fM-g-nlH ^ -g. 

*\}^ ^, ^ ^^"715. -B-7l-g-D)H. *H7i*}Jl, ^-g-^ -i-elJl^o] ^ 

#* ^l^V^cf. °1« pH 4-8<?l ^-§-<2Hl ^5i4. ^€ vi-g-^ «f# ^-fi- ^-§-°-^ 
37l7> 200 nm°l ^^.efl?! «Bj# o]^}<^ -g-Sfls)*! ^, 4^ ^ 

<130> [2. 2] 





\+4Hd 




^7|(nm) 


-S-*H£(mg/mt) 


PLA-C00Na( 1,140) 




5 


14 


25 


PLA-C00Na( 1,140) 




10 


24 


20 


PLA-C00Na( 1,140) 




15 


30 


15 


3-arm PLA-COONa(3,000) 




10 


33 


27 


3-arm PLA-C00Na(2, 000) 




10 


25 


22 


3-arm PLA-COONa(4,000) 




10 


39 


32 



£r l-°fl « -§-«fl£7> 0.01 mg/rod ^H^l 1 ?]:, £ ^ ^ f-el ^Stf ^<g,g- A}^*} 

3 15-35 iEgM3 ^ v}s£ ^EflS. 7}-g-^-^- ^ $-}7) <?>^*M1 *fl 

<132> 3: pHofl xrj-* ^B^Stf -frlE^ -g-Sf|;E 

<133> ^A]^ 9 6\)a] #e|^EA> 4;e-g.<go} pH o)] tq-^. c-.g-ofl^^^ -g-sflsLS. 

^*>7l ^^(1 N) 4-g-*H pH 2^. ^^HMl £*l^f 
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<134> £ 46fl »W PH7V 2-3*1 ^$H^ W^^xy jfrSLZ] 7} 

-8-3^*1 a^V7> Sife 3^ ^ *H*W * A >^ P H 

^5 2,000-10,000 M^l, £ t*?H 4* #^^H^> -fK^lfe PH 4 

^-g-ojjofl .g-*[)£M ^ i^7l7> 5*8* ol-oi Pl« =r Si^, °1 ^ 

«8^8€ ^7l7> 20-50 nmisL \+-g-^ ^« €■ 

-H-^l^ g^tg ^71 «fl^l <^ 7flSl «<M§ TO7l7> ^*fl*H *3 

^-g-<2HH -g-tfl^ ^ Sftrq-. St!-, n]^ \J-g-^ ifl^MI «-fr*H 
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I^Jt 1 * 1] 

3J-*W 121 *^|^ fc^H-il -FK£*fl: 

[ s**H 1] 

I-(R-X) n 

R-Sr -[Ri] k -[R2].-°U. 

o}7H Ri^ -C(=0)-CHZ-0-^l^, 

-C(=0)-CHY-0-, -C(=0)-CH 2 CH 2 CH 2 CH 2 CH 2 -0- HLfe -C(=0)-CH 2 -0-CH 2 CH 2 -0-ol^l, 

k 1-3021 ^^r°l^-, 
m-8r 0-3021 ^o]n|; 

x fe - C (=0)-(CH 2 ) a -C(=0)-0-M^Jl, e^H afe 0-421 , ^ MM. » 

Sfe Blf-oln; 

Ifc M* 5Ett 3-12 7fl2l *}ol-s.Al7ll- #5l*^H; 
n£ 2-1221 ^3,*\, 17} ^ *HR^A17121 711^21- ^4. 

2] 

aflllH Sa<H^, 1,000-12,000 «21 ^5 ^ #21^H^ -B-^1. 
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3] 

*fll*<Ml Sft^, a^SL, 1,4-^^-2-^ $ <HH4Jr.fi. 

-3-51*11. 
[3R^ 4] 

5] 

Sl^H. I 7 > ofl^^l^e1#(ethylene glycol), = 3.^-&(propandiol), 
^(butandiol), 5ffl^*(pentandiol), ^^(hexandiol ) , #3 ^(glycerol) , 

♦(erythritol), ^H«-(threitol) , ^oflB^l-(pentaerythritol) , *V<H^(xylitol), 
a>2E^*(adonitol). *«l»(sorbitol). ^q*(marmitol), ^B^(palatinose), tS2 
5L^M^HB(maltose monohydrate), *3*(naltitol) ^ D-^^ «*H^*HH 
(D-raffinose pentahydrate)^^ *£*fl . 

6] 

36-30 



D087459 « = 2004/11/25 

2) &a w\ -g-««i^m * . ph 7 <>i 

ol- ^1-4 ti>-g-Al^ 7>^Al ^711- #^^-H^> -8-51*11* Sfe: 

8] 

[^^ 0 V 9] 
10] 

3l7^H floH, ^ 3HH £*1*8 #*q«43: 
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1^=?-^ Ill 
[^t 1 * 12] 

6% ^ <^ tt *<H1 « Se^B/it *5i*im #-R-*>fe ^-8-^ 

131 

-B-*Hr 2^*. 
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